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CELEBREX™
(celecoxib capsules)
DESCRIPTION
CCLEBREX (celecoxib) is chemically designated as 4-[S-(4-methylphenyl)-3-

(trifluoromethyl)-1H-pyruzol- 1-yl) benzenesulfonamide and is a dlaryl substituled
pyrazolc. It has the following chemical structure:
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The empirical formula for celecoxib is CsH,.FIN,O,S. and the molecular weight is
381.38.

CELEBREX oral capsuies contain 100 mg and 200 mg of celecoxib.

The inactive ingredients in CEI FZBREX capsules include: croscarmellose sodium,
edible inks, gelatin, lactose monohydrate, magnesium qtearale, povidone, cochum
fauryl sulfate and titanium dmx:d: _ - B

CIJN'ICAL PHARMACOLOGY

Mechanism of Action: CELEBREX is a nonsteroidal anti- -inflammatory drug that
exhihits anti-inflammatory, analgesic, and antipyretic activitics in animal models.

The mechanism of action of CELEBREX is belicved 1o be due to inhibition of
prostaglandin synthesis, primarily via inhibitjon of cyclooxygenase-2 (COX-2), and at
therapeutic concentrations in humans, CELEBREX does not inhibit the
cyclwoxygenase-1 (COX-1) isvenzyme. In animal colon tumor models, celecoxib
rcduced the incidence and multiplicity of umors.




Pharmacokinetics:
Absorption )

Peak plasma levels of celecoxib occur approximately 3 hes after an oral dose. Under
fasting conditions, both peak plasma levels (Cmax) and area under the curve (AUC)
are roughly dose proportional up to 200 mg BID; at higher doses there are iess than
proportional increascs in Cmax and AUC (see Food Effects). Absolute bioavailubility
studies have not been conducted. With multipie dosing, steady state conditions are
reached on or before day 5. '

The pharmacokinclic parameters of celecoxib in a group of hculthy subjects are
shown in Table 1.

Table 1: Summary of Single Dose (200 mg) Disposition Kinetiei"of Celecoxib in Healthy Subjects!

Mean (%CV) PK Paramucicr Valdes

(max, ng/ml TImax, hr Effective t1/2, hr VssF, L CL/F, 1./Mhr
705 (38) 2.8(37) 11.203D) 429 (M) 27.7(2%)

* Subjects under fnsling conditinns (n=36, 19-52 yrs.)

f'ood Effects

When CELEBREX capsules were taken with a high fat meal, peak plasma levels were
delayed for about | to 2 hours with an increase in totai absorption (AUC) of 10% to
20%. Under fasting conditions, at doscs above 200 mg, there is less than a

proportional increase in Cp,, and AUC, which is thought to be duc to the low
solubility of the drug in aqueous media. Coadministration of CELEBREX with an
aluminum- and magnesium-containing antacid resulted in a reduction in plasma
celecoxib concentrations with a decrease of 37% in Cmax and 10% in AUC.
CELEBREX, at doses up to 200 mg BTD can be administered without regard (o

timing of meals. Higher doses (400 mg BID) should be administered with food.

Disrribution '

In healthy subjects, cclccoxib is highly protein bound (~97%) within the clinical dosc

range. In vitro swudies indicate that celecoxib binds primarily to albumin and, 1o a

. lesser extent, a-acid glycoprotein, The apparent volume of distribution al sieady
state (V/T') is approximately 400 L, suggesting extensive distribution into the tissues.
Celecoxib is not preferentially bound (o red blood cells. :

Metabolism

Celecoxib metabolism is primurily mediated via cytochrome P450 2C9. Three
metabolites, a primary alcohol, the corresponding carboxylic acid and its glucuronide
conjugate, have been identified in human plasma. These metabolites are inactive as
COX-1 or COX-2 inhibilors. Patients who are known or suspected to be P450 2C9
poor metabolizers based on a previous history should be administered celecaxib with
caution as they may have abnormally high plasma levels due to reduced metabolic
clcarance.




Excretion
Celecaxib is eliminated predomioantly by hepatic metabolism with litle {<3%)

unchanged drug recovered in the urine and feces. Following u single oral dose of
radiolabeled drug, approximately 57% of the dose was excreted in the feces and 27%
was excreted into the urine. The primary metabolite in both urine and feces was the
carboxylic acid metabolite (73% of dosc) with low amounts of the glucuronide also
appearing in the urine. Tt appears that the low solubility of the drug prolongs the
absorption process making terminal half-life (1),) determinations more varizhle. The
cffcctive haif-life is approximately 11 hours under fasted conditions. The apparent
plasma clearance (CL/F) is about SD0 mL/min.

Special Populations

Geriatric: At steady state, elderly subjects (over 65 yeafs old) had a 40% higher
Cmax and a 50% higher AUC compared (o the young subjects. In elderly fémales,
celecoxib Cmax and AUC are higher than thosc for elderly males, hut these increases
are predominantly due to lower body weight in elderly females. Dose adjustrment in
the elderly is not generally necessary. However, for patients of less than 50 kg in
body weight, initiate therapy at the lowest recommended dosc.

Pediatric: CELEBREX capsules have not been investigated in pediatric patients
below 18 ycars of age.

KRace: Mecta-analysis of pharmacokinetic studics has suggested an approximately 40%
higher AUC of celecoxib in Blacks compared to Caucasians. The cause and clinical
significance of this finding is unknown.

Hepatic Insufficiency: A pharmacokinetic study in subjects with mild (Child-Pugh
Class I) and moderate (Child-Pugh Class IT) hepatic impairment has shown that
stcady-state celecoxib AUC is increased about 40% and 180%, rexpectively, above
that scen in heaithy control subjects. Therefare, the daily recommended dose of
CELEBREX capsulcs should be reduced by approximaltely 50% in paticnts with
moderate (Child-Pugh Class II) hepatic impairment. Patients with severe hepatic
impairment have not been studied. The use of CELEBREX in patients with severe
hepatic impairment is not recommended. A

Renal Insufficiency: In a cross-study comparison, celecoxib AUC was
approximately 40% lower in patients with chronic renal insufficiency (GFR 35-60
mL/min) than that seen in subjeets with normal renal function. No significant
relationship was found berween GFR and celecoxib clearance. Patients with severe
renal insufficiency have not been studied.

Drug Interactions

Also see’ PRECAUTIONS ~ Drug Interactions.




General: Significant interactions may occur when eelecoxib is administered ivgether
with drugs that inhibit P450 2C9. In vitro studies indicate that celecoxib is not an
inhibitor of cytochrume P450 2C9, 2C19 or 3A4.

Clinical studies with cclecoxib have identified potentially significant interactions with
tluconazole and lithium. Experience with nonsteroidal anti-inflammalery drugs
(NSAIDs) suggests the potential for interactions with furosemide and ACE inhibitors.
The effects of celecoxib on the pharmacokinetics and/or pharmacodynamics of
glyburide, kctoconazole, methotrexate, phenytoin, tolbutamide have been studied in
vivo and clinically impartant interactions have not been found.

CLINICAL STUDIES

Osteoarthritis (OA); CELEBREX has demonstrated significant reduction in joint
pain comparcd to placeho. CELEBREX was evaluated for treatment of the signs und
the symptoms of OA of the knec and hip in approximately 4,200 patients in placebo-
and active-cantrolled clinical trials of up 1o 12 weeks duration. In patients with OA,
trcatment with CELEBREX 100 mg BID or 200 mg QD resulted in improvement in
WOMAC (Western Ontario and McMaster Universities) osteoarthritis index, 4
composite of pain, stiffness, and functional mcasures in OA. In three 12-week
studies of pain accompanying QA flare, CELEBREX doses of 100mg BID and 20Umg
BID provided significant reduction of pain within 2448 hours of initiation ot dosing.
At doscs of 100 mg BID or 200 mg BID the effectiveness of CELEBREX was shown

to be similar to that of naproxen 500 mg BID. Doses of 200 mg BID provided no

additional benefit above that seen with 100 mg BID. A total daily dose of 200 mg
has heen shown to be cqually effective whether administered as 100 mg BID or 2(X) -
mg QD. o

Rheumatoid Arthritis (RA): CELEBREX has demonstrated significant reduction in

Joint tenderness/pain and joint swelling comparcd to placebo. CELEBREX was

evaluated for treatment of the signs and sympioms of RA in approximately 2,100

paticnis in placebo- and active-controlled clinical trials of up to 24 weeks in duration.

CELEBREX was shown 1o he superior to placebo in these studies, using the ACR20

Responder Index, a composite of clinical, laboratory, and functional measures in RA.,

CELEBREX doses of 100 mg BID and 200 mg BID were similar in effectiveness and

both were comparable (o naproxen 500 mg BID. '

Although CELEBREX 100 mg BID.and 200 mg BID provided similar overall

. effectiveness, some paticnts derived udditional benefit from the 200 mg BID dosc.
Doses of 400 mg BID provided no additional henefit zhove that scen with 100-200
mg BID. .




Familial Adenomatous Polyposis (FAP): CELEBREX was cvaluated to reduce the
number of adenomatous colorectal polyps. A randomized double-blind placeho-
controlled study was conducted in 83 paticnts with FAP. The study population
included 58 patients with a prior subtotal or lotal coleclomy and 25 patients with an
intact colon. ‘Thirtecn patients had the attenuated FAP phenotype.

Onc arca in the recium and up to four areas in the.colon were identified at baseiine for
specific follow-up, and polyps were counted at baseline and following six months of
treatment. ‘The mean reduction in the number of colorectal polyps was 28% for
CELEBREX 400 mg BID, 12% for CELEBREX 100 mg BID and 5% for placebo.
The reduction in palyps ohserved with CELEBREX 400 mg BID was statistically
superior to placebo at the six-month timepoint (p=0.003). (Sce Figurc 1.)

Figuret .
Percent Change from Baseline in
Number of Colorectal Polyps
(FAP Patlents)

Percent Change from Baseline

* p=0.003 versus placebo

Special Studies

Gastrointestinal: Scheduled upper GI endoscopic cva.luauom were performed in
over 4,500 arthritis patients who were enrolied in five controlied randomized 12-24
week trials using active comparators. two of which also included placebo controls.
Twelve-week endoscopic ulcer data arc availuble on approximately 1,400 patients
and 24 week endoscopic ulcer data are available on 184 putients on CELEBREX a1
doses ranging from 50-4C0 mg BID. In all three studics that included naproxen SO0
mg BID, and in the study that included ibuprofen 800 mg TID, CELEBREX was




associated with a statistically sngmﬁc.mtly lower incidence of endoscapic ulcers over
the study period. Two studics compared CELEBREX with diclofenac 75 mg BID:
one study revealed a statistically significantly higher.prevalence of endoscopic ulcers
in the diclofenac group at the study endpoint (6 months on treatment), and one study
revealed no :tamucally significant difference between cumulative endoscopic uleer
incidence rates in the dictofcnac and CELEBREX groups afler 1, 2, and 3 months of
treatment. There was no consistent relationship between the incidence of
gastroduodenal uleers and the dosc of CELEBREX over thc range siudied.

Figurc 2 and Table2 summarize the incidence of endoscopic ulcers in two 12-week
studies that enrolled patients in whom baseline endoscopies reveaied no uleers.

Figure 2
Incidence of Endoscupically Ohserved Gastréduodenal
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Table 2
Incidence of Gastroduudenal Ulcers from Endoscupic Studies
ib OA and RA Patients

3 Month Studies
Study 1 (n = 1108)° Study 2 (n= 1049)

Placcbo 2.3% (57217) 2.0% (47200)
Celebrex 50 mg BID 3.4% (8/233) -

" Celebrex 1) mg BID 1% (122 4.0% (91223)
Celebrex 200 mg BID 5.9% (131221) 2.7% (61219)
Celehrex 400 mg BID I 4.1% (8/197)
Naproxen 500 mg BID 16.2%, (34/210)* 17.6% (37210)*

* p<0.015 vs all other wextments



Figure 3 and Tuble 3 summarize data from two 12-week studies that enrolled:
patients in whom baseline endoscapies revealed no ulcers. Patients underwent intcrval
endoscopies every 4 weeks to give information on ulcer risk over time.

Figure3 .
Cumulutive Incidence of (Gastroduodenal Ulcers Based on 4 Serial
Endoscopics over 12 Weeks
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Table 3 5"
Incidence of Gastroduodensal Ulecers from 3-Month Serin) Endoscopy ‘itudxu
io OA and RA Patients
Week 4 Week 8 Week 12 Final

Study 3 (u=823)
Celebrex 200 mg BID A0% (1V252)°  22% (87217)° 1.5% (3/196)* 7.5% (207266)°
Nupruaco 500 mp BID  19.0% (477247) 14.2% (20/152) LYW  14141) M.6% (KU257)
Study 4 (l!-lm).
Celebrex 200 mg BID 9% (13T 2.4% (11296 1L8%{521A) 7.0% (257256t
Lidufenec 78 sux BID  5.1% (187350) 2.2% (107300 2.9%(V27H) V7% (AVAT2)
Ibaprofen 500 mg TID  13.0%. (42/323) 6.2% (15/241) 9.6% (21/219) 70A% (TRA)

*p~ 003 Celebrea va. naprones dased on interval and cumulatve ansiyscs
T pz C.O3 Celebrex va. ihupmifen boved vn interval end cumulanye analyses

One rundomized and doublic-blinded 6-month study in 430 RA patients was conducted in
which an endoscopic cxamination was pcrfurmcd at 6 months. The results are shown in
Figure 4.




Figure 4
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- The correlation between findings of endoscopic studics, and the relative incidence of
clinically serious upper GI events that may be observed with different products, has
not been fully established. Serious clinically significant upper GI bleeding has been
observed in patients receiving CELEBREX in controlled and open-labeled trials,
albeit infrequently (see WARNINGS-Gastrointestinal [GT] Effects). Prospeetive,
long-term studies required to compare the incidence of serious, clinically significant
upper Gl adverse events in patients taking CELEBREX vs. comparator NSATD
products have not beep performed.

Use with Aspirin: Approximately 11% uf patients (440/4,000) cnrolled in 4 of the $
cndoscopic studies were taking aspirin (S 325 mg/day). In the CELEBREX groups,
the endoscopic ulcer rate appearcd to be higher in aspirin users than in non-users.
However, the increased rate of ulcers in these aspirin users was less than'the
cndoscopic ulcer rates obscrved in the active comparator groups, with or without
aspirin.

Platelets: In clinical wials, CELEBREX at single doses up to 800 mg and multiple
doses of 600 mg B1D for up 10 7 days duration (higher than recommended therapeutic
doscs) had noeffect un platelet aggregation and bleeding time. Comparators
(naproxen 500 mg BID, ibuprofen 800 mg TID, diclofenac 75 mg BID) significantly
reduced platelet aggregation and proionged bleeding time.




INDICATIONS AND USAGE

CELEBREX is indicated:
1) For relief of the signs and symploms of osteoarthritis.
2) For rclicf of the signs and symptoms of rheumatoid -arthritis in adults.

3) To reduce the numbcr of adenomatous colorectal polyps in familial adenomatous
polyposis (FAP), as an adjunct to usual carc (e.g., endoscopic surveillance , surgery).
Itis not known whether there is a clinical benefit from a reduction in the number of
colorectal polyps in FAP patients . Tt is also not known whether the effects of
CELEBREX trcatment will persist after CELEBREX ix discontinued. The efficacy -
and safety of CELEBREX treatment in paticnts with FAP beyond six months have not
been studied (See CLINICAL STUDIES, WARNINGS and PRECAUTIONS '

sections).

CONTRAINDICATIONS
CELEBREX is contraindicated in palients with known hypersensitivity 1o celecoxib.

CELLEBREX should not be given 1o patients who have demonstrated allergic-type
reactions to sulfonamides. :

CELEBREX should not be given to patients who have cxpericnced asthma, urticaria,
or allergic-type reactions sfier tuking aspirin or other NSAIDs. Severe, rarely fatal,
anaphylactic-like reactions to NSAIDs have been reported in such patients (vee
WARNINGS - Anaphylactoid Reactions, and PRECAUTIONS - Preexisting
Asthma).

WARNINGS |

Gastrointestinal (GI) Effects- Risk of GI Ulceration, Bleeding, and Perforution: -
Serious gastrointestinal toxicity such as bleeding, ulccration, and perforation of the
stomach, small intestine or large intestine, can occur al any time, with or without
waming symptoms, in patients treated with nonsteroidal anti-inflammatory drugs
(NSAIDs). Minor upper gastrointestinal problems, such as dyspepsia, arc common
and may also occur at any time during NSATD therapy. Therefore, physicians and
patients should rernain aler for ulceration and blecding, even in the absence of
previous GI trct symiptoms.  Patients should be informed about the signs and/or
symptorns of serious Gl toxicity and the Steps to take il they occur. The wtility of
periodic laboratory moniloring has not been demonstrated, nor has it been adcquatcly
assessed. Only one in five patients who dcvclop a serious upper GI adverse event on
NSAID therapy is symptomatic. 1t has been deruonstrated that upper Gl vleers, gross




bleeding or perforation, caused by NSAIDs, appear to occur in approximately 1% of
paticnts treated for 3-6 months, and in about 2-4% of patienis treated for one year.
These wrends continue thus, increasing the likelihood ol develaping a serious GI event
a1 sume time during the course of therapy. However, even short-term therapy is not
without risk.

It is uncicar, at the present time, how the above rates apply to CELEBREX (see
CLINICAL STUDIES-Special Studies). Among 5,285 patients who received
CELEBREX in controlled clinical trials of 1 to 6 manths duration (most were 3
month studies) at a daily dose of 200 mg or more, 2 (0.04%) experienced significant
upper GI bleeding, at 14 and 22 days after initiation of dosing. Approximarcly 40%
of these 5,285 paticnts were in studies that required them 1o be free of ulcers by
endoscopy at study entry. Thus it is uncleur if this study.population is representative
of the general population. Prospective, long-term studies required to compare the
incidence of scrious, clinically significant upper GI adverse events in patients taking
CELEBREX vs. comparater NSAID praducts have not been performed.

NSATDs should be prescribed with extreme caution in patients with a prior history of
ulcer disease or gastrointestinal bleeding. Most spontaneous reports of fatal GI cvents
arc in clderly or debilitated patients and therefore special care should be taken in
treating this population. To minimize the potential risk for an adverse Gl event,
the lowest effective dosc should be used for the shortest possible duration. For
high risk panients, alternate therapies that do not involve NSAIDs should be
considered.

Studies have shown that patients with a prior history of peptic ulcer disease and/or
gustrointestinal bleeding and who use NSAIDs, huve a greater than 10-fold higher
nisk for developing a Gl bleed than patients with neither of thesc risk factors. In
addition to a past history of ulcer dixease, pharmacocpidemidlogical studiés have
identificd several other co-therapies or co-morbid conditions that may increase the
risk for GI bleeding such as: treatment with oral corticosteroids, trearment with
anticoagulants, longer duration of NSALD therapy, smoking, alcoholism, older age,
and poor general health status.

Anaphylactoid Reaclions

As with NSAIDs in general, anaphylactoid reactions have occurred in patients without
known prior expasure to CELEBREX. In post-murketing experience, rure cases of
anaphylaclic reactions and angioedema have been reported in patients receiving
CELEBRIX. CELEBREX should not be given to patients with the aspirin triad.

This symptom complex typically occurs in asthmatic patients who experience rhinitis
with or without nasal polyps, or who exhibit scvere, polentially fatal bronchospasm
after taking aspirin or othcr NSAIDs (see CONTRAINDICATIONS and
PRECAUTIONS - Preexisting Asthma). Emergency hclp should be sought in cases
where an anaphylactoid reaction occurs.
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Advanced Renal Disease : .- -
No information is available regarding the use of CELLEBREX: in palients with
‘advanced kidncy discasc. Therefore, treatment with CELEBREX is not
recommended in these patients. If CELEBREX therapy must be initiated, close
monitoring of the patient’s kidney function is advisable (sse PRECAUTIONS - Renal

Effects). b

Pregnancy -
In jate pregnancy CELEBREX should be avoided because it may cause premature

closure of the ductus artcriosus.

Familial Adenomatous Polyposis (FAP): Treatment with CELEBREX in FAP
has not been shown to reduce the risk of gustrointestinal cancer or the need for
prophylactic colectomy or other FAP-related surgeries, Therefore, the usual
care of FAP patients should not be altered because of the concurrent
administration of CELEBREX. In particutar, the frequency of routine
endoscopic surveillance should not be decreased and prophylactic colectomy or
other FAP-related surgeries should net be delayed,

PRECAUTIONS

General: CELEBREX cannot be expected 1o substitute for corticosteroids or to treat
corticosteroid insufficiency. Abrupt discontinuation of corticosteroids may lead to
exacerbation of corticostervid-responsive illness. Patients on prolonged
corticosteroid therapy shouic have their therapy tapered slowly if a decision is made
to discontinue corticosterojds.

The pharmacological activity of CELEBREX in reducing inhammalion, a?id possibly
fever, may diminish the utility of these diagunostic signs in delecting infectious
complications of presumed noninfectious, painful conditions.

Hepatic Effects: Borderlinc clevations of one or more liver tests may occur in up o
15% of patients taking NSAIDs, and notable elevations of ALT or AST '
(approximately three or more Limes the upper limit of normal) have been reported in
approximately 1% of patients in clinical \riuls with NSAIDs. These luboratory
abnormalities may Progress, may remain unchanged, or may be transicnt with
continuing therapy. Eaure cases of scvere hepatic reactions, including jaundice and
fata) fulminant hepatitis, liver necrosis and hepatic failure (some with fatal outcome)
have been reported with NSAIDs, including CELEBREX, (See ADVERSE
REACTIONS - post-marketing experience.) In controlled clinical trials of
CELEBREX, the incidence of borderline elevations of liver lests was 6% for
CELEBREX and 5% for Flacebo, and approximately 0.2% of patients taking
CELEBREX and 0.3% of patients laking placebo had notable elevations of ALT and
AST.




A paticat with symptoms and/or signs suggesting liver dysfunction, or in whom an

- .abnormal liver test has occurred, should be monitored carefully for evidence of the
development of a more severe hepatic reaction while on therapy with CELERREX. if
clinical signs and symptoms consistent with liver discase devclop, or if systemic
manifestations occur (e.g., eosinophilia, rash, etc.), CELEBREX should be
discontinued. ' ’ ‘

Renal Effects: Long-term administration of NSAIDs has resulted in renal papillary
necrosis and other renal injury. Renal toxicity has also been scen in patients in whom
renal prostaglandins have a compensatory role in the maintenance of renal perfusion,
In these paticnts, administration of a nonsteroidal anti-inflammatory drug may cause a
dose-dependent reduction in prostuglandin formation and, secondarily, in rcnul blood
flow, which may precipitate overt renal decompensation. Patients at greatest risk of
this reaction are those with impaired renal function, heart failure, liver dysfunction,
those taking diuretics and ACE inhibitors, and the elderly. Discontinuation of NSAID
therapy is usually followed by recovery to the pretreatment state. Clinical trials with
CELEBREX have shown renal effects similar to those observed with comparator
NSAIDs. ,

Caution should be used when initiating treaunent with CELEBREX in patients with
considerable dehydration. It is advisable to rchydrate patients first and then start
therapy with CELEBREX. Caution is also recommended in patienis with pre-existing
kidney discase (see WARNINGS-Advanced Renal Discase).

Hematological Effects: Anemia is sometimes.seen in Ppatients recciving
CELEBREX. In controlied clinical trials the incidence of anemia was 0.6% with
CELEBREX and 0.4% with placcbo. Putients on long-term treutment with
CELEBREX should have their hemoglobin or hematocrit chacked if they ‘cxhibit any
signs or sympioms of anemia or blood loss. CELEBREX does not generaily affect
platelet counts, prothrombin time (PT), or partial thromboplastin time (PTT), and
does not appear 10 inhibit platelet aggregation at indicated dosages (See CLINTICAL.
STUDIES-Special Studics-Platelets),

Fluid Retention and Edema: Fluid retention and cdema have been observed in
some paticnts taking CELEBREX (see ADVERSE REACT IONS). Therefore,
CELEBREX should be used with caution in patients with fluid retention,
hypenension, or heart failure. :

Preexisting Axthmau: Patients with asthma may have aspirin-sensitive asthma. The
- usc of aspirin in patients with uspirin-sensitive asthima has been associated with
severe bronchospasm which can be fatal. Since eross reactivity, including
bronchospasm, between aspirin and other nonstervidal anti-inflammatory drugs has
been reported in such aspirin-sensitive patients, CELEBREX should not be
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administered to patients with this form of aspirin sensitivity and-shquld be used with
caution in patents with preexisting asthma.

Information for Patients: CELEBREX can cause discomfort and, rarely. more
scrious side effecls, such as gastrointestinal bleeding, which may result in
hospitalization and even fatal outcomes. Although serious GI tract ulcerations und
bleeding cun oceur without warning sympioms, patients should be alert for the signs
and symptoms of ulcerations and bieeding. and should ask for medical advice when
obscrving any indicative signs or symptoms. Patients should be apprised of the
imporntance of this follow-up (see WARNINGS, Risk of Gastrointestinal Ulccration,
Blecding and Perforation).

Paticnis should promptly report signs or symptoms of gastrointcstinal ulceration or
bleeding, skin rash, uncxplaincd weight goin, or edema to their physicians.

Patients should be informed of the warning signs and symptoms of hcpatatoxicity
(e.g., nausea, fatigue, lethargy, pruritus, jaundicc, right upper guadrant tenderness, and
"flu-like” symptoms). If thcse occur, patients should be instructed to stop therupy and
seck immediatc medical therapy.

Patients should also be instructed 10 seek immediate emergency help in the casc of an
anaphylactoid reaction (see WARNINGS).

In late pregnancy CELEBREX should he avoided because it may cause premature
. closure of the ductus arteriosus.

Patients with farnilial adenomatous polypasis (FAP) should be informed that
CELEBREX has not been shown to reduce colo-rectal, duadenal or other FAP-related
cancers, or the need for endoscopic surveillance, prophylactic or other FAP-related
surgery. Therefore, all patients with FAP should be mstructcd to continue their usual
care while recciving CELEBREX,

l,ahoratory Tests: Because serious GI tract uleerations and bleeding can occur
without warning symptoms, physicians should monitor for signs or symptoms of GI
bleeding.

During the controlled clinical trials, there was an increased incidence of
hyperchloremia in patients receiving eelecoxib compared with patients on placebo.
Other luboratory abnormalities that occurred more frequently in the patients receiving
celecoxib included hypophosphatemia, and elevated BUN. These laboratory

~ abnormalities were also secn in patients who received comparator NSAIDs in these
studies. The clinical significance of these abnormalities has not been established.
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Drug Interactions
General: Celecoxib metabolism is predominantly mediated via cytochrome P450

2C9 in the liver. Co-administration of cclecoxib with drugs that arc known 1o inhibit
2C9 should be done with caution. . '

In vitro studies indicate that celecoxib, although not a substrate, is an inhibitor of
cytochrome P450 2D6. Therefore, there is a potential for an in vive drug interaction
with drugs that are metabolized by P450 2D6,

ACE-inhibitors: Reports suggest that NSAIDs may diminish the antihypertensive
cffect of Angiotensin Converting Enzyme (ACE) inhibifors. This interaction should.
he given consideration in patients taking CELEBREX concomitantly with -
ACE-inhibilors.

Furosemide: Clinical studies, as well as post marketing observations. have shown
that NSATDs can reduce the natriuretic effect of furosemide and thiazides in some
patients. This response has been artributed 1o inhibition of renal prostaglandin
synthesis.

Aspirin: CELEBREX can be used with low dose aspirin. However, concomitant.
administration of aspirin with CELEBREX may result in an increased rate ot GI
uiceration or other complications, compared 10 use of CELEBREX alone (see
CLINICAL STUDIES - Special Studies - Gastruintestinal), Because of its lack of
platelet effects, CELEBREX is not a substitute for aspirin for cardiovasculur
prophylaxis. - - -

>

Fluconazole: Concomitani administration of fluconazole at 200 mg QD resulted in a
two-fold increase in celecoxib plasma concentration. This increase is duc to the
inhibition of eclecoxib metabolism via P450 2C9 by fluconazole (see
Pharmacokinetics - Metabolism). CELEBREX should be introduced at the lowest
reccommended dose in patients receiving fluconazole.

Lithium: Tn a study conducted in healthy subjects, mcan steady-state lithium plasma
levels increased approximately 17% in subjects receiving lithium 450 mg BID with
CELEBREX 200 mg BID as compared to subjects receiving lithium alone. Paticnts
on lithium treatment should be closely monitored when CELEBREX is introduced or
withdrawn.

Methotrexate: Tn an interaction study of rheumatoid arthritis patients taking
methotrexate, CELEBREX did not have a significant effect on the pharmucokinctics
ol merhotrexate,




Warfarin: “Anticoagulant activity should be monitored, particularly in the first fow

days after initiating or changing CELEBREX therapy in patiénts reeeiving warfarin or

similar agents, since thesc paticnts are at an increased risk of bleeding complications.
The cffect of celecoxib on the anti-coagulant effect of warfurin was studied in a group
of healthy subjects receiving daily doses of 2-5 mg of warfarin. In these subjects,
celecoxib did not alter the anticoagulant effect of warfarin as determined by
prothrombin time. However, in post-marketing experience, bleeding events have
been reported, predominantly in the elderly, in association with increases in
prothrombin time in patients receiving CELEBREX concurrently with warfarin.

Carcinogenesis, mutugencsis, impairment of fertility: Celecoxib was not
carcinogenic in rats given oral doses up to 200 mg/kg for males and 10 mg/kg for
females (approximately 2- to 4-fold the human exposur# as measurcd by the AUC,.,,
at 200 mg RIN) or in mice given oral doses up to 25 mg/kg for males and 50 mg/kg
for females (approximately equal to human exposure as measurcd by the AUCh.24 a1
200 mg BID) for two years. :

Celecoxib was not mutagenic in an Ames test and a mutation assay in Chinese
hamster ovary (CHO) cells, nor clastogenic in a chromosome aherration assuy in CHO
cells and an in vive micronucleus test in rat bone marrow.

Celecoxib did not impair male and female fertilily in rats at oral doses up to 600
mg/kg/day (approximately 1 1-fold human exposure at 200 mg BID based on the
AUC, 2.

Pregnancy

Teratogenic effects: Pregnancy Category C. Celecoxib was not teratogenic in rabbits
up to an oral dose of 60 mg/kg/day (equal to human ¢xposure at 200 my BID ay
measured by AUC,.24); however, at oral doses 2 150 mg/kg/day (approxirﬁ'étcly 2-fold
human exposure at 200 mg BID as mcasurcd by AUCq ). un increased incidence of
fetal alterations, such as ribs fused, sternebrae fused and sternebrac misshapen, was
observed. A dose-dependent increase in diaphragmatic hernias was observed in onc

of two rat studics at oral doses 230 mg/kg/day (approximately 6-fold human exposure:

based on the AUCq 54 at 200 mg BID). There are no studies in pregnant women.
CELEBREX shouid be used during pregnancy only if the potential benefit justifies
the potential risk to the fomus.

Nonteratogenic effects: Celecoxib produced prc-impiamation and post-implantation
losses and reduced embryo/fetal survival in ruls il oral dosages 250 mg/kg/day
(epproximately 6-fold human exposure based on the AUCy 3, ut 200 mg BID). Thesc

changes are expected with inhibition of prostaglandin synthesis and arc not the result -

of permanent alieration of female reproductive function, nor are they expected at
clinical exposures. No studies have been conductad to cvaluate the effect of celecoxib
on the closure of the ductus arteriosus in humans. Therefore, use of CELEBREX
during the third trimester of pregnancy should be avoided. ' ’

15




Labor and delivery: Celccoxib produced no evidence of delayed 1abor or purturition
al oral doses up to 100 mg/kg in rats (approximately 7-fold human exposure as
measured by the AUCq.4, at 200 mg BID). The cffchs of CELEBREX on labor and
delivery in pregnant women are unknown. ,

Nursing mothers: Cclecoxib is excreted in the milk of laciating rats at
concentrations similar to those in plasma. 1t is not known whether this drug is
excreted in human milk. Because many drugs are excreted in human milk and
becausc of the potential for serious adverse reactions in nursing infants from
CELEBREX, a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother.

Pediatric Use
Safety and effectivencss in pediatric patients below the age of 18 years have not been

cvaluated.

(yeriatric Use

Of the total numbcer of patients who received CELEBREX in clinical trials, more than

2,100 were 65-74 years of age, while approximately 800 additional paticats were 75

years and over. While the incidence of adverse experiences tended to be higher in

clderly paticnts, no substantial differences in safety and ctfectiveness were observed

betwecn these subjects and younger subjects. Other reported clinical experience has

not identified differences in rcsponse betwecn the elderly and younger patients, but -
greater sensitivity of some older individuals cannut be ruled out.

In clinical studies comparing renal function as measured by the GFR, BUN and
creatinine, and platelet function as measured by blecding time und platelet
aggregation, the results were not different between elderly and young voluntcers.

ADVERSE REACTIONS

Of the CELEBREX trcated patients in controlled trinls, approximately 4,250 were
patients with OA, approximately 2,100 were patients with RA, and approximately
1,050 were patients with post-surgical pain. More than 8,500 patients have reccived a
1otal daily dose of CELEBREX of 200 mg (100 mg B1D or 200 mg QD) or more,
including more than 400 trcated at 800 mg (400 mg BID). Approximately 3.900
paticnts have reccived CELEBREX at these doses for 6 months or more;
approximately 2,300 of thesc have received it for 1 year or more and 124 of these |
have reccived it for 2 years or more.

Adverse events from controlled arthritis trinls: Table 4 lists all adverse events,
regardless of causality, occurring in 22% of patients receiving CELEBREX from 12
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controlled studies conducted in patients with OA or RA that included a placcho
and/or a positive contro) group. :

Table 4
Adverae Fvents Occurring in 22% Of Celebrex Patents #'rom Contralicd
Arthritis Trials
Ceiebrex Placcho Naproxen ’ Ibaprotion Dixlutonsc
{100-200 mg BID U0 reg HIDY 500 mg TID 78 ny BIL
or 200 mg QD)
(N=A)4G) (N=]864) {Nul3b) (N-.‘lﬁ?) (N=-)M135)

{saxtrointeatins)

Abgoninal pain 11% 2.8% 1.7% L1, 0%,

Lhurrhes 56% 3.0% £ VA% L% L

Dypepaia EX% G.2% tL2%™ 10.9% ) i2.8%

Flaruicnee 22% 1.0% 5% ~ 4.1% 15%

Naunea A% 42% A.0% 4% 6 7%
Rody a3 & whole

Hack Pain 2.8% 3.6% 22% 26% 0.yes,

Penpheral cdema 2.1% LI% 1.1% 1.0% 3.5%

Injury-sceidental ] 2.9% 2% 1.0% 26% 1.2%
Central and peripherat nervous system

Ihaziness 2.4M% 1L.7% 2,69, [P} 1 2.4%

lewduche 15.8% 20.2% 14.5% 15.5% Ly 4%,
Peychiatrie . )

Invomnia 2.3% 2.3% ] 29% 1A% | 4%
Revpiratory

Fhuryngiti 23% 1.1% L% 1.6% 2 6%

Rhuinunt 2.0% 1.3% 24% 23% 6%

Sinusius . So0% 43% 4.0% 4% 58%

Upper respiratory

wucl anfention LAL Y 6.7% LAY 98% vy,
Skin ] e :-
Rash 2.2% C21% S 2% - 1 S 12w

In placcbo- or active-controlled clinical trials, the discontinuation rate duc to adverse
events was 7.1% for patients reeciving CELEBREX and 6.1% for patients receiving
placebo. Among the most. common reasons for discontinuation due to adversc cvents in
the CELEBREX trcatment groups were dyspepsia and abdominal pain (cited as rcasons (or
discontinuation in 0.8% and 0.7% of CELEBREX paticnts, respeclively). Among patienis
recciving placebo, 0.6% discontinued duc to dyspepsia and 0.6% withdrew due (o
abdomina] pain.

The following adversc cvents occurred in 0.1 - 1.9% of patients regardless of cuusality.
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Gastrointestina);
dixorder,
Cardiovascular:
Generul: |

Resistance mcchanism
disorders:

Central, peripberal
Dervous system:

Female reproductive:

Male reproductive:

Hearing und
vestibular:

Heort rate and rhythm:

Liver und biliury
system:

Meisbolic and
autritinpal:

i

Musculozkeletal:

Platelets (bieeding
or clottiug):

Piychiatric:

Hemice:

Respiratary:

Skin and appendages:

Application site disarders:

-

Speciul senvex;

Ceebres . -
(100 - 200 mg BID or 200 mg QDY

Constipaion, thverticalitis, dysphagis, ernceation, cyophagius,  gasintia. utrocaw i,
gpusroctophagen) reflux, herootthuids, hisd hetria, meicns, Ory mOVTh, S10WALIL, Ienesinur, toth
vomuting : .

Aggravard hypenention, in;im peviucis, coronary arry diserder, myocardul nfaniivn

Allergy aggravared, aliergic seaction. asthemu, chest pain, cynt NOS, edema gemcrabizal, fuce edeniw,
fenigue, fever, hent flushes, influenzadide symuploscs, puin, peripheral pan

Herpes sitplex, berpes 7oatet, infecrion bactensl, infecuion
fangal, infcetion soft titsue, infecbua virl, tu.ﬂiiinis, monilasis genital, otls media

Leg crampe, hypertonia. bypoesthesia. wmigrina ncundgia. neuroparhy.
paresthesia verugo

Arcasr fibrondenasis, brewst acuplasny, brouwt pain, dysmenomthea, meastwual disoner, vugnul
hemormrhage, vaginitis

Prostatic disorder

Dealtras. car shruirmality, earache, finmitus

Palpitatien, Lachycardia

Hepadic funcuon abnomel, SCOT increascd, $GPT increascd

BUN unéreatéd TPK increwicd, diabeiss mellivs, hyperebaisseroieuns, hypetgiyermua,
bypukulerma NPN inertone -ereatinine 1aeremed; alidine “phenpimmac increased, weiplt
incresre i L .

Arthraigia, arthrosy, bone disurder, frocture sccidental, myalgia, acch stiffncss, synovins, u-n-i-mhi“'

Eechyroosis, episliis, thrumboeythermia

Anorczia, anzicty, appelite increnved, depressiun,
Dervousncas, wmnolence

Anctoas

Bronchitis, brunchospam, hmnchospasm aggravated, coughing, dyspncs,

—laryngius. pocunenie— - - e -

Atopecia. dermatius, nail disunler, photsenifivity reaction. pruritus, raals erythemainus, rash
macolopapular, skia disunder, sinn dry, sweanng inereascd, wricaria

Celivlius. d...em.alil.i.l contuc, injection sil reacuen,
sk nodule

Tanic porverion




Urinary system: - Alhuminuna. cyylilis, dysuria, Bemajuna, mictuntion -
frequency, rendl cloulus, orinuty 8CONRACKEE, UNRATY URCH wnfection

. Visian: .- Diutred vision, easanud, conjunchivitis, sye pain, glancoma

Other serious adverse reactions which occur rarely (estimated <0.1%), regardless of
causality: The following serious adverse events have occurred rarely in patients, taking
CELEBREX. Cases reported only in the posi-marketing experience are indicated in ilalics.

Cardinvascniar: Syncope, tongestive beart failure, ventngular fibrilianon,
piimanary embolisi, cercbrovascular accident, peripheral
gangrene, thrombophichitix, varculilis .

Gastrointestinal: Inresnnal obatructiug, inteminal perforstion, gaazomiestinal
bleeding, coliric with bleeding, csophugea) perforation,
puncreatitis, licus

Liver spd hiliary system:  Choleliduasis, nepatitis, pusndice, liver fuilure

Hemic and lymphalic: Thevwlbocympenia, axraasiscyinits, aplasiic unemia.
puncyiopenid, leskopenia
Metabolic: Hypagiycemia
Nervouy sys{em: Awmxiy, suicide
Renal: Afute rena! failure, inserstitic! nephniiu ’
Skin: Erythema muliiforme, exfoliciive dermaniis, Stevens-

Johnon s yndrome, mxic apidermal necratytis

Geeneral: Sepeis. sudden death, anaphyluciid reactirm. ingivedema

Adverse events from the controlled tris! in familial adenomatous polyposis: The
adverse event profile reported for the 83 paticnts with familial adenomatous polyposis
enrolled in the randomized, controlled clinical trial was similar to that reported for
patients in the arthritis controlled trials. Intestinal anastomotic ulceration was the only
ncw adverse event reporied in the FAP trial, regardless of causality, and was observed
in 3 of 58 patients (onc at 10 mg BID, and two at 400 mg BID) who haud prior
intestinal surgery. .

OVERDOSACE

Symptoms following ucute NSATD overdoses are usually limited to lethargy.
drowsiness, nausea, vomiting, and cpigastric pain, which arc generally reversible with
supportive care. Gastrointestinal bleeding can occur. Hypeitension, acute renal -
lailure, respiratory depression and coma may oceur, but are rarc. Anaphylactoid
reactions have been reported with therapeutic ingestion of NSAIDs, and may oceur
following an vverdose. '
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Patients should be munaged by symptomatic and supportive care foliowing an NSAID
overdose. There are no specific antidotes. No information is available regarding the
rermoval of celecoxib by hemodialysis, but based on its high degree of plasma protein
binding (>97%) dialysis is unlikely to be useful in overdose. Emesis and/or activated
charcoal (60 to 100 g in adults, ! to 2 g/kg in children) and/or osmotic cathartic may
be indicated in patients seen within 4 hours of ingestion with symptoms or following
a large overdose. Forced diuresis, alkalinization ‘of urine, hemodialysis, or
hemoperfusion may not be useful due to high protein binding.

DOSAGE AND ADMINISTRATION

For osteoarthritis and rheumatoid arthritis, the lowest dose of CELEBREX should be
sought for each patient. These doses can be given without regard to timing of meals.

Osteoarthritis: For relief of the signs and symptoms of osteoarthritis the
recommended oral dose is 200 mg per day administered as a single dose or as 100 mg
twice per day. '

Rbeumatoid arthritis: For relief of the signs and symptoms of rheumatoid _anhritis
the recommended oral dose is 100 to 200 mg twice per day.

Familial adenomatous polyposis (FAP): Usual medical care for FAP patients should
be continued while on CELEBREX. To reduce the number of adenomatous
colorectal polyps in patients with FAP, the recommended oral dose is 400 mg (2 X
200 mg capsules) twice per day to be taken with food.

Heputic Insufficiency: The daily recommended dose of CELEBREX capsules in

Paticals with modcrate hepatic impairment (Child-Pugh Class M) should be reduced
by approximately 50% (see C1.INJCAL PHARMACOLOGY - Special Populations).

HOW SUPPLIED -

CELEBREX 100-mg capsules arc white, reverse printed white on blue band of body
and cap with markings of 7767 on the cap and 100 on the body, supplicd as:

NDC Number Size

0023-1520-31 bottle of 100

0025-1520-34 carton of 100 unit dosc

CELEBREX 200-mg capsules are white, with reverse printed white on gold band with
markings of 7767 on the cap and 200 on the body, supplied as: -

NDC Number Size
0025-1525-31 bottle of 100
00_25-1525-34 carton of 100 unit dose




Store at 25°C (T7°F); excursions permitted to 15-30°C (59:86°F) [ See USP
Controlled Room Tempcrature]
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